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&mm±, &&&M>mm'p&%&m (itp) ^wmtzw-r&o 

ttgp39ttfr£PIS«h, CD4 + Th(7)TO£tt T (WO 95/06 
481) o 

* fe[H]^{3CD4 + Th»^E±©gp39^ i: Biffflj|SM±©CD4(WH 1 £©ffl5ft 

C©ffiS^ffl*gp397'>^=f-^ mtfingp39mteT-Pjl«-f Si:, iaffcg£ 
tfWSO&tlSCIfcjWaifctlT^a (WO 95/06480) 0 

^ ©$ (cgp397* >^"-Xh #cD4 + Th!0]M ^ 15 B 8MS©P5;&©fcg*&£ * PR 
mir&Ztfre>. gp39T>*n"-* g3rat3*lLTft£jfogLT^<i£ 
^fgB^^m (^tti'Jr v h-^X(SLE). ITP3F) ©J&^lCJtKffl L«t 

gp39r>^=f-X hi±, ^©ft~flM;b-XAfr£>, 

BBft^tf^fi©^^ f$£©&fc?fcgtBLT^SC fc#^£ftT:fc>K 
ft^M'MfcM'>t4M#! (ITP) li. IgGU-fe 7* -ififc^ (Fey RH 

A) ©&fcTf^SA s ffiBflTS£fc#?7<i®&ftT^a (Williams et al., British 
Journal of Haematology 101:779-82, 1998) „ 4^ (SNPs)ife0© 
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£ t^llll 'MS !TdtfL«£) J£(NZW x BXSB) Y^VZlZ, 

£©#i^©fc&£ft;£^Tgp39:r>*;i-XhT*fc^ f/igp39 Jixtt * & ^ T S d i: 

;l/M _ i7x ^^_^^^^-§§^gp39i;. Jnr#MMJMH±®CD40h 

^e>lz, #3PJm, ft^tiifo'MM^tt^M^ (ITP) 
2?ttgp39 J; x « M^«HM©±OCD40 h Ol?g©ffi5ftffl * KiTT £ 

u iTPo&^fc^KTatf&fc^fft-f a- 

fjrigp39f/iffc"£ & & o 
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m 1 tix (NZWxBXSB)Fi^^^C*(t5^tWTSf;igp39tt{*MRl©W^* 
^^-To A :MR1 (500/zg/v->X) , A : ttm&. # : P<0.05 (Log-rank^ 

H2li, (NZWxBXSB)FiT«>^0ifii/hfea^(zWr-5MRl<Z)«l$ija**^-ro A 
:MR1 (500//g/v^;*) , A : WM'L * : P<0.05 (HIW#I&##t) » « 
fc* v •> x T* ©¥*>)fit ± WS'l/t: * * -T o 

(NZWxBXSBJF.^^^Clfc^^ttl&^telgGJnMtc^-rSMRlcDWSiJ 
ftfflfc^To A :MR1 (500/zg/v^X) , A : Wfiag^ * : p<0.05 

m 4 (NZW x BXSB)F , ^ tf X tfcl* S lfll/J^fe^t4tAlfil'J^ttc IgGi/ii^flfi (ctf-f 
SMRlOWSiJffffl^^-ro A : MR1 (500//g/^^X) N A : * : p<0. 

#*fi W ©a * ©J£!& * W "KOJ93 H 13 o ^ T fififfl t M f £ „ 
1. gp397 ? >^=f-^ h : TaDJjaM±©Sc/tttt#tt©^U^-^7x^^-«| 
h£ * r £ g^f£gp3 9 , inJ^ M ^iffll IS* iB ± OCD40 h O K ©ffl Sft ffl * ffi S 
f 3ll£iJ£gp39T>*:3-X hfc&SS-TSo gp29T>*3-Z gp39£ffl 
if^fflti^Jffl^f.^ CD4O£t0SMTS^^a£ft£&©T'&£ o gp 
39T>^=f-X H±gp39fcflUTfatt£ftfctrt<* (^Jx.(igp39(Z^1-^^ y 
-^MAft) s gp39£flLT|rUi*£ftfcffi#©7 7?'*> h (^J^«FabXli(Fa 
b')277^/>h) , ^r^-fnttX&t MbJnffc. Wim$(soluble)CD40Xfci:nJ 
mmdiOLRUZti^O)???/ > K Xli. ^©ffe©. gp39i:CD40©fflSftn] 
£ffi£-f 5 ft^tlT* & o T X l^o 

gp39r>^3-x b©, gp39hCD40^©ffiS^ffl^pa^-r^fiM{is tf'UI^ 

s^wt^o m^smmMm, aimmMoz, #j£«ftEia"f 6-220096^4* 
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^Jxra«sfSLfcnJ«CD40^ffl^T, FACStc£ Dft 

s&fe {3 in n t &&&& * 31 # 3 -r &&.m © ©gp39^ a n x a g a ^ rr # 

gp39{gflfSt±gp39 cDNA (Armitage et al., Nature, 357: 80-82, 1992. 
Hollembaugh et al., EMBO J., 11: 4313-4319, 1992) %mfo}kA,1*%MH7 # 

JgKUT*«t>&V^ 0 gp39^^ Kttgp39©T^ yKIB^I (Armitage et al., 
Nature, 357: 80-82, 1992. Hollembaugh et al., EMBO J., 11: 4313-4319, 1992) 
t;a^|, <&%\(DTjxk (m*.t£. F-mocX&T-bocft^sSc) tiO^tS^i: 

£tlfzl5&Xfo *K j$g^& — J-TVl/ (Harlow et al, Antibodies: A Laboratory 
Mannual, 1998, Cold Spring Harbor Laboratory) fcif bTff O C § So 

flg/W 7"'J h*— (Kozbar et al., Immunol. Today, 4: 72, 1983) „ EBV-^W 
"7U V—^ik (Cole et al., Monoclonal Antibody in Cancer Therapy, 1985, 
Allen R. Bliss, Inc., pages 77-96) , Combinatorial^^ -©X 0 'J — 
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-yV (Huse et al., Science, 246: 1275, 1989) ^ffe©/j itiilZ X K) ftS£ LX b& 

^^^©^'SM^^fii^fc^r^^fA^ (Morrison et al., Proc. Natl. 
Acad. Sci. USA, 81: 6851, 1985, Takeda et al., Nature, 314: 452, 1985) N 3; 

f*Efe*«^^^M^^^t)-a:T«i^fe^r^^tri^ (Ten& et al., Proc. Natl. 
Acad. Sci. USA, 80: 7308-12, 1983, Kozbar et al., Immunol. Today, 4: 7279, 
1983) &m\fe>tlZ1fis *&8Jtt£;|l£E£<*ft£&©T-tt&^o 

^njjoiTP^BSfljfcJu ITP©^ (SflSfc^tr) ©^KjCfci&fc, ITP©^*£ 
*ftnji®ITP7'l«#]<Z>&#fc*. i£3* (J&T. »flRrt&£) >)?t 

m%m% tz w®. izwm-t % tz momum^mi £ n * „ &mnrM£ 
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i4Mx 3&8iJCIi§-r.&!figftx ^©®S&ift<fcD^fl:LI§*«, 



WTOHM^JT-^ffl LfcJngp39ttf*MRl (Noelle et al., Proc. Natl. Acad. 
Sci. USA, 89: 6550-54, 1992) tt, AAX*-f{1^Lfc^;*gp39£*f-r3 
^y^D-^-;H/ii*:T*PharMingentt«t»)A^»Jfil (Catalog No. : PM-09020D or 
PM-09021D) T'&So SfcMRlS^aBflStis American Type Culture Collection 
(ATCC) J; D A £ P-Rln£T*$>3 (ATCC No. : HB-11048) 0 
M L ( NZW x BXSB )F ■ t X (i s 3 * E W & fc: jfo 4' fc iftt'htK CWtS & 
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BJ/tfrtfttl&U J!in»i:ftt:jlii/htit»©^W*a , J>* J Be.tL (ifiJKi, ttsM, 26: 
169-179, 1989) N ITP©^ t*;!/ htlT^Z (Adachi et al., 

Immunobiol., 198: 451-64, 1998) 0 £ ©"^ t>X\±B 3£SLC£ t) A -f RjfiET: & £ » 



3»J 1 ( NZW x BXSB )F . ^ £ * fci* It S £ *fT 5 MR1 <Z*P#J&£ 

mri©^ (mxnsK)¥>^oxiz&\izmmz*nzwmmzmi{stz 0 mri 

(Noelle et al., Proc. Natl. Acad. Sci. USA, 89: 6550-54, 1992) fcj\ Noellef$± 

fflMt:5~l 6S»t:t)fc-3-r3il0^bfco 
*©*g^ nA^^ — IgG*S^Lfc(NZWxBXSB)Fi^JBS¥T-tt9ji»«J: !)5Et 

&tbt>ti-r. z(D^(D^--mtMmmiztt^mt\^miz^mi^m^ntz (p<o. 
05, m i ) o 

2 (NZWx BXSB)F , v £ * ©lfa/MMM'> ti^f 3MR1© 
MR1CD. (NZWxBXSBjFiV^^Ojfli/hte^t^rSWSJam^tft^Lfco MRI 
&Tfm&ttmo^J*Z9-lg1jZ. v«>x|fiKrtt:500iUg/200AtL/IelCDfflST- 5 
~ 1 6j@»£fcfcoTMlID];l£-£Lfco t&filttS, 9, 13, 17jgi&l$fcx~r;i/jfr 

?MEDTAWi-7l:«Lto £££tUfn LfcifilS^Cifil'MSafettx 3£lnifil$ 
¥f&£^ir>^ATechnicon H • 1™ yXrA (Bayer Corporation, Tarry 
Town, NY) *}\]WXM1£\s1Zo 

^©*§i^ >\u7,$-\gmmu^^^(Dm^m\z\mmrmbiz&uxm 
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%mm 3 ( NZW x BXSB )F i v r> x (O « rfi mil >Mfc I gGi/itefl £ *t T £ MR1 0 W $J 

MR1 (D , ( NZW x BXSB )F X(7)ifa^4 J :fAifii'M£I gGtaftffi tz ftf S OTfMfP ffl * 
&!*Lfco M^taffii/J^isittMli. ^Jfe^J2T*^I5tbfejfllf««fcf5^l»ILfclftlSK 
96£x;i/:/l/— htSOl/^l/T^l/^t KT'H£ Lit 

filliH:^^vi>^©35ai{i]ftt?^*<f!*SE]filft!i:LTffl^x ^£>if[L^£1000 U/ilfcL 
TfS,tS*4©iaMi (A.U./il) ££¥ffiLfco 

7®tpS"c « is $t± iz mm t t * t> , MRm t t © bs t temt^m t w m & 

teWUtbhiitz (p<0.05. @33) o 

MR1©. (NZWxBXSB)FlVr>7;cDJto/J^tS3g^+4ttI^^/J^^IgG^AM(3^t-2.|IP$lJ 

*8}tfe^£FACScan™ 7D-^-f h ^ — ^— (Beckton-Dickinson, San Jose, CA) 
Zm^TMfeLs BALB/cx-r>X©jfil/J^M (») Kit LTJ^itft&Jt** 

17MWT' ii^J83%CD[fil^xmJ:CZ IgGtritttftfc W 2 ft fc » C ft £ *t LMRlft-Mt? l± 
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tmfttii>Mm>p\±mm (itp) ©ft^#7'$i£*ifc«£. &>z$7>*?u 
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^>i:-r^^^t4ifii^«^f±M^ (ITP) VMM* 

2 . ^^j^irLgp39WT-*^>^^Jii i izmmo)n?^mmo 
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